11 JAN 2005 



# fF a * 



PCT 

(ftSSl Se1«tM1II«66A) 
(P C T 3 6 &£.t*P C T«.IU70] 




©MSf 6 6 3 9 1 6 


1PEA/4 16) §#it5tJ:. 


BBStHJK** 

PCT/JP03/0 8 9 04 


brum a 

(B.M.m 14. 0 7. 200 3 


#5fcB 

(B.J3.#0 1 2. 0 7. 20 0 2 


SBS<HfF^S (IPC) . 

Int. CI. ' A61K46/00, 31/454, 31/53, 31/381, A61P25/00, 43/00 // C07D401/06, C07D333/68 





1 . SBHHffl#^»B@^fP*Lfci©SKI^«3Eff*SrifeJfifT^aaijiS57* (PCT36*). ©«fefc«V^aWM"*. 

2. ^©HBS^d^aS^W:, ^<ofeK§r»fc-C^-g 5 ft*. 

(p c Tttiij7o. i6s.u«p c rmmmmm 6 o 7 &&m) 



3. r©i««Satli s *©l*9#*r*tr. 



I . 


m 


n 


□ 


m 




IV 




V 




VI 


□ 


vn 


□ 


vm 


□ 



2 7. 11. 2003 


01. 06. 2004 


B*B#fF/? (I PEA/ J P) 
1 0 0-8 9 1 5 


#fFJt#3lEW (*Pfi©feSa*) 4C 9 45 4 


1if£#-S§- 03-35 81-1101 rti8£ 3 4 5 1 



#SPCT/IPEA/40 9 (mW (1 9 9 8^7^) 



S^WH## PCT/JP03/08904 



PCTSU07O.16.7O.17) 



f»3fto?$SB PCT 1 9^coM^t-S<3#ffiiE$^fcfc«> 

ft^Offlffi fg 3U #o?»ffli:*{cilW$^fct» 

2. JiflE©aSSHH©^IB«:, TffilcSrt^fr*Bfe<tS*S ^©IKfflg©fST?fe5. 

□ SBPS©fca?>icSiUiS4xfc.PCT«lij23.i(b)fcv>5ffl»tS:©-ifll 

□ PCT*LHI48.3(b)in^ 9 

□ rwS^ttSSt^lcSW^ttfcm^w^^lciSE^m 

□ W««»=x ^©SR^Hfi^aE (*fcfiSS2E) «BteiilU§ixfc#B»cJ;SE59* 

□ KM® « 

□ mm mm<om : 

*v3©T?> ^©iliSSjx^ofetOt UMUt, (PCT#Hij70.2(c) Z.<t>fflEfr£tf&lr®*-R&te± 



iSPCT/IPEA/4 0 9 (Sflil) (1 9 9 8¥7£) 





mmmmm^- pct/jpo3/08 9 O4 


m. 


SHU*. m^jnimm±<r>mm^B\^^x(om^m 




l. 








I* 


1 SS#©«ffl 8,10 




mi 


1 : . ■ 

ff*o^H8, lOfi, ^^«fc5A^^@^1fe^|li-S^<D^fco-C % PC 
T34^ (4) (a) (i) 3tt*PCmiU6 7. 1 ( i v) (DMfelZ £ ^ ZL<D 


□ 




□ 




1. 








fg*W«5ffl 8,10 




2. 











iSPCT/IPEA/4 0 9 (Ilffi) (1 9 9 8f7^) 



• 

B$SWJg#-§- PCT/JP0 3/0 8 9 04 



2. □ |Rt««nin& Jli03a*t'J:9^K©*-teo^#trSlfcbTV^j:VNt*MUfcis, P C TMUH68. 1©*U6 



3. BpFHMFSMHllx PCT*fUUJ13.U 13. 2Xt?l3. 3^^-r5^K©^-ttSr^<oJ: 5 t^M-TS. 

ft ^ 1 , 2 , 9 , 1 2 Ki# Z&W ^JfiL^M^ n**^ Vi?VD^fi!» 
* (H-PGDS) a«llSrffitt^4:U-C"g-tf, J^«©ift**fcr»6&K:;B 

L^U?fc^e> % itJfiL^S^n^^^^^-^VD^^ (H-PGDS) RM5 



[*] IflJftWffiSffl 1-7, 9. 11-13 KM-tZUft 



ISPCT/IPEA/409 (iWi) (1 9 98¥7£) 



3RttM#» PCT/J P 0 3/0 8 9 0 4 



v. *r*«u m&&ji\*mm±<D*m^&&fc^x<Dmmi 2& (pct 35^(2)) 'kl&#>zxMs -t*isr»«-fta 



1. JU? 
Sr&ft (N) 

m»& (is) 
S36±o*j««rffitt ( 1 a) 



1-7, 9, 11-1 



M 



1-7, 9, 11-13 



1-7, 9, 11-13 



Al 



2. xK&tmn (pct^iu70.7) . 

JP 2001-220354 A (v;W^& MEB&AABK'M tf" 

y-sc^xwzm, m^ummmmmm) , 2001. os. 14 

EP 1186303 A2 (7T'ff ta -'^^y , 'fV^) , 
2002. 03. 13 

WO 0 1/1 4 3 7 7 Al (s^**?*.^ /fya-^WfyK) , 
2001. 06. 21 
WO 9 7/4 4 0 3 1 
1997. 1 1. 27 
JP 11-116477 
1999. 0 4. 27 
WO 00/53573 Al 
200 0. 09. 14 

i: vx<D-*stm, m&m mm &m> 2000, vol. 45, 

No. 6, p. 1072-1076 
: Yu J. Liu et al. , Effects of BW A868C, a selective prostaglandin 
DP receptor antagonist, in dog isolated, vascular preparations, 
European Journal of Pharmacology, 1996, Vol. 303, No. 3, p. 187-192 
: JP 2001-103869 A (fl-^fiWia, jTO&AAB^ 

2 0 0 1. 0 4. 1 7 
0:WO 01/24627 Al (PSIfiSllffl, JM&AABk'W 

2001.04.12 



m&<D%mi-7, 9, i i-i sniia«t*ttfc»ww:, s»ME*#-e3iJB$;ft 



^cofSISl-7, 9, 1 1-1 3fclBtt$*Lfc$WIW\ ^8t#£^*.^t>^ta®£!l 



iSPCT/IPEA/409 (iVI) (1 998f7^) 



i 



PATENT COOPERATION TREAT 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



11 JAN 2005 

PCT/JP2003/008904 

iiiiiiiiiiiin 



Applicant's or agent's file reference 
663916 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 

PCT/JP2003/008904 


International filing date (day/montli/year) 
14 July 2003 (14.07.2003) 


Priority date (day/month/year) 

12 July 2002 (12.07.2002) 


International Patent Classification (IPC) or national classification and IPC 

A61K 45/00, 31/454, 31/53, 31/381, A61P 25/00, 43/00 // C07D 401/06, 333/68 


Af>pllCant JAPAN SCIENCE AND TECHNOLOGY AGENCY 



1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36, 



2. This REPORT consists of a total of . 



. sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
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IV 
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vi n 

VII □ 

VIII □ 



Date of submission of the demand 

27 November 2003 (27. 1 1 .2003) 


Date of completion of this report 

01 June 2004 (01.06.2004) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 




INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP2003/008904 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 



□ 



□ 



pages 
pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



the claims: 
pages 



pages 
pages 



as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 



, as originally filed 

m , filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. ( 
These elements were available or furnished to this Authority in the following language . whicn is: 

L 1 the language of a translation furnished for the purposes of international search (under Rule 23. 1 (b)). 

| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

I 3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



The amendments have resulted in the cancellation of: 

|~ the description, pages 

[ the claims, Nos. 

I the drawings, sheets/fig 



I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
5 - I — I beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally fded" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
and 70. J 7). 

I * * Any replacement sheet containing such amendments must be referred to under item J and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I I the entire international application. 

claims Nos. & 10 



because: 



the said international application, or the said claims Nos. . . 8, 10 



relate to the following subject matter which does not require an international preliminary examination (specify): 
The subject matters of claims 8 and 10 relate to a method for treatment of the human body by therapy, 
which does not require an international preliminary examination by the International Preliminary Examining 
Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify): 



r— , the claims, or said claims Nos are so inadequately supported 

| | by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. . SJ-Q „ 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

| | the written form has not been furnished or does not comply with the standard. 
| | the computer readable form has not been furnished or does not comply with the standard. 
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IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 
restricted the claims. 
1X1 paid additional fees. 
I I paid additional fees under protest. 

□ 

neither restricted nor paid additional fees. 

| — I This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68. 1 , 
2 - I I not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 

□ 

complied with. 

not complied with for the following reasons: 

The subject matters of claims 1, 2, 9 and 12 relate to medicinal compositions used for curing or 
preventing brain injury, respectively containing a hematopoietic prostaglandin D synthase (H-PGDS) inhibitor 
as an active ingredient. On the other hand, the subject matters of claims 3-7 and 1 1 relate to medicinal 
compositions used for curing or preventing brain injury, respectively containing a prostaglandin D receptor 
antagonist as an active ingredient. Furthermore, the subject matter of claim 13 relates to a method for screening 
the compounds that can be used for curing or preventing brain injury. 

However, hematopoietic prostaglandin D synthase (H-PGDS) inhibitors and prostaglandin D receptor 
antagonists are different in pharmacological activity and in the compounds particularly included in them. 
Furthermore, a method for screening the compounds that can be used for curing or preventing brain injury is not 
considered to be a method to be especially applied to the production of medicinal compositions used for curing 
or preventing brain injury. So, since there does not exist any common matter considered to be a special 
technical feature in the sense of the second sentence of PCT Rule 13.2, no technical relationship in the sense of 
PCT Rule 13 can be found among these different inventions. 

Therefore, since there is no technical relationship among these inventions involving one or more of the 
same or corresponding technical features, these inventions are not considered to be so linked as to form a single 
general inventive concept. 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

□ all parts. 

the parts relating to claims Nos. 1-7. 9. 11-13 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 

Novelty (N) Claims 1-7, 9, 11-13 YES 

Claims • __NO 

Inventive step (IS) Claims 1-7, 9, 11-13 YUS 

Claims NO 

Industrial applicability (IA) Claims 1-7, 9, 11-13 YES 

Claims NO 



2. Citations and explanations 
Documents cited in the ISR: 

Document 1: JP, 2001-220354, A (Maruha Corp., Osaka Bioscience Institute, and Japan Science and 
Technology Corp.), 14 August, 2001 (14.08.01) 

Document 2: EP, 1186303, A2 (Pfizer Products Inc.), 13 March, 2002 (13.03.02) 
Document 3: WO, 01-14377, Al (Biogen Inc.), 21 June, 2001 (21.06.01) 
Document 4: WO, 97-44031, Al (Bayer Yakuhin, Ltd.), 27 November, 1997 (27.11.97) 
Document 5: JP, 11-116477, A (Bayer Yakuhin, Ltd.), 27 April, 1999 (27.04.99) 
Document 6: WO, 00-53573, Al (Shionogi & Co., Ltd.), 14 September, 2000 (14.09.00) 
Document 7: "Prostaglandin D Synthase Inhibitors: Possibility as Allergic Asthma Remedies (in Japanese)," 
(Nobutoshi Matsushita), Tanpakushitsu-Kakusan-Koso (= Proteins, Nucleic Acids and Enzymes), 2000, Vol. 
45, No. 6, pages 1072-1076 

Document 8: "Effects of BW A868C, a Selective Prostaglandin DP Receptor Antagonist, in Dog Isolated 
Vascular Preparations," (Yu J. Liu, et al.), European Journal of Pharmacology, 1996, Vol. 303, No. 3, pages 

187-192 t . 

Document 9: JP, 2001-103869, A (Japan Science and Technology Corp., Osaka Bioscience Institute, and 
Oriental Yeast Co., Ltd.), 17 April, 2001 (17.04.01) 

Document 10: WO, 01-24627, Al (Japan Science and Technology Corp., Osaka Bioscience Institute, and 
Oriental Yeast Co., Ltd.), 12 April, 2001 (12.04.01) 

Explanation: 

The subject matters of claims 1-7, 9 and 1 1-13 appear to be novel and to involve an inventive step m 
view of documents 1-10 cited in the ISR. 

Documents 1-10 do not describe the medicinal compositions used for curing or preventing brain injury, 
respectively containing a hematopoietic prostaglandin D synthase inhibitor or a prostaglandin D receptor 
antagonist as an active ingredient, or a method for screening the compounds used for curing or preventing bram 
injury using a transgenic mouse overexpressing human H-PGDS. A person skilled in the art could not have 
easily conceived of the subject matters of claims 1-7, 9 and 1 1-13 either. 

The subject matters of claims 1-16 appear to be industrially applicable. 
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